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of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 
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2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for communication 
to all the elected Offices. 

3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of the 
report (but not of any annexes) and will transmit such translation to those Offices. 

4. REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices)(Article 
39(l))(see also the reminder sent by the International Bureau with Form PCT/IB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 
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1 . This international preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of ^ heets, including this cover sheet. 

f | This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings 
which have been amended and are the basis for this report and/or sheets containing rectifications made 
before this Authority (see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of Sheets. 



3. This report contains indications relating to the following items: 

Basis of the report 
Priority 

Non-establishment of report with regard to novelty, inventive step and industrial applicability 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 
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Facsimile No. (703)305-3230 



Telephone No. (703) 308-0196 



Form PCT/IPEA/409 (cover sheet)(July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/US99/27009 



I. Basis of the report 



With regard to the elements of the international application: * 
^\ the international application as originally filed. 



^ the description: 

pages K71 as originally filed 

pages NONE , filed with the demand 

pages NONE , filed with the letter of 



^ the claims: 

pages 72 and 73 L as originally filed 

pages NONE , as amended (together with any statement) under Article 19 

pages NONE , filed with the demand 

pages NONE , filed with the letter of 



the drawings. 

pages 1 l as originally filed 

pages NONE , filed with the demand 

pages NONE , filed with the letter of 

the sequence listing part of the description: 

pages K30 t as originally filed 

pages NONE , filed with the demand 

pages NONE , filed with the letter of _ 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule23.1(b)>. 
[ | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination(under Rules 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

^ contained in the international application in printed form. 



^\ filed together with the international application in computer readable form. 
I | furnished subsequently to this Authority in written form. 
I | furnished subsequently to this Authority in computer readable form. 

I | The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I | The statement that the information recorded in computer readable form is identical to the written sequence listing 
has been furnished. 

4. The amendments have resulted in the cancellation of: 

I | the description, pages NONE 

I | the claims, Nos. NONE 

[ | the drawings, sheets/fig NONE 

5. 1 1 This report has been established as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in 
this report as u originally filed n and are not annexed to this report since they do not contain amendments (Rides 70. 16 and 70.17). 
** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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m. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The question whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), or 
to be industrially applicable have not been and will not be examined in respect of: 

I | the entire international application, 

Claims Nos. 17, 18, and 1-16, 20 (in part) 



because: 



[ [ the said international application, or the said claim Nos. relate to the following subject matter which does 

not require international preliminary examination (specify): 



^ the description, claims or drawings (indicate particular elements below) or said claims Nos. 17, 18 are so 
unclear that no meaningful opinion could be formed (specify): 

Claims 17, 18 were not examined because the claimed agonist and antagonist or method of use thereof have not been sufficiently 
characterized. 



| | the claims, or said claims Nos. are so inadequately supported by the description that no meaningfiil 

opinion could be formed. 

no international search report has been established for said claims Nos. 17 and 18 and 1-16, 19-20 (partially) 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions : 

| | the written form has not been furnished or does not comply with the standard. 

| | the computer readable form has not been furnished or does not comply with the standard. 
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V. Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. STATEMENT 



Novelty (N) 



Inventive Step (IS) 



Industrial Applicability (IA) 



Claims 15, 16, 19, 20 (in part) 



Claims 1-14 (in part) 



_YES 
NO 



Claims NONE 



Claims 1-16, 19, 20 (in part) 



Claims 1-16, 19, 20 (in part) 



Claims NONE 



_YES 
_NO 

YES 
NO 



2. CITATIONS AND EXPLANATIONS 

1 . Claims 1-14 lack novelty under PCT Article 33(2) as being anticipated by Swanson et al. Swanson et al. teach the 
polynucleotide sequence of a mRNA isolated from Cercopithecus aethiops encoding a polypeptide with lysozyme activity. Swanson et 
al. further teach the polypeptide sequence encoded by the C. aethiops mRNA. The polynucleotide of Swanson et al. shares 59.3 % 
sequence homology with a 428 nt overlap of SEQ ID NO: 17. Furthermore, the polypeptide of Swanson et al. comprises at least a 
single amino acid fragment that is identical to SEQ ID NO: 1 . 

2. Claims 15, 16, 19, and 20 lack an inventive step under PCT Article 33(3) because it would have been obvious to produce an 
antibody that binds the polypeptide of Swanson et al., prepare a pharmaceutical composition comprising the polypeptide of Swanson 
et al. , or prepare an antagonist of the polypeptide of Swanson et al. 

3. Claims 1-16, 19, and 20 meet the criteria set out in PCT Article 33(4) because the polynucleotides as encompassed by the 
claims are useful for protein expression, the polypeptides as encompassed by the claims are useful for antibody production, and the 
antibodies as encompassed by the claims are useful for protein purification. 
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VXD. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the questions whether the claims 
are fully supported by the description, are made: 

Please See Continuation Sheet 
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VIIL The following observations on the clarity of the claims, description, and drawings or on the questions are 
made: 

1 . Claims 1-16, 19, and 20 are objected to as lacking clarity under PCT Rule 66.2(a)(v) because practice of the claimed invention is 
not adequately described in writing, as required under PCT Rule 5. l(a)(iii), for the reasons set forth in the immediately preceding 
paragraph. 

Claims 1 (claims 2-8, 12-16, 19, and 20 dependent thereon) and 9 (claims 10 and 11 dependent thereon) are directed to polypeptide 
and polynucleotide fragments corresponding to portions of SEQ ID NO:l and SEQ ID NO: 17, respectively. Claims 1-16 are objected 
to because the claims are directed to a genus of polypeptides derived from SEQ ID NO: 1 and polynucleotides derived from SEQ ID 
NO: 17 including fragments of SEQ ID NOs: 1 and 17 that have not been disclosed in the description. No description has been 
provided of the fragments of the polypeptide and polynucleotide sequences encompassed by the claims. No information, beyond the 
characterization of SEQ ID NOs: 1 and 17 has been provided by applicants which would indicate that they had possession of the 
claimed genus of polypeptide or polynucleotide fragments. Also, the description does not describe the function of all the polypeptide 
sequences derived from SEQ ID NO:l or polypeptides encoded by the polynucleotide sequences derived from SEQ ID NO: 17, 
including fragments and variants within the scope of the claimed genus. The genus of polypeptides and polynucleotides claimed is a 
large variable genus. Therefore, many functionally unrelated polypeptides are encompassed within the scope of these claims. There is 
disclosed only a single species of the claimed genus of polypeptides or polynucleotides, which is insufficient to put one of skill in the 
art in possession of the attributes and features of all species within the claimed genus. Therefore, one skilled in the art cannot 
reasonably conclude that applicant had possession of the claimed invention at the time the instant application was filed. 

2. Claims 1-16, 19, and 20 are objected to as lacking clarity under PCT Rule 66.2(a)(v) because practice of the claimed invention is 
not enabled as required under PCT Rule 5. 1(a) for the reasons set forth in the immediately preceding paragraph. 

Claims 1 (claims 2-8, 12-16, 19, and 20 dependent thereon) and 9 (claims 10 and 11 dependent thereon) are so broad as to encompass 
any fragment of SEQ ID NO: 1, polynucleotide encoding thereof, or any fragment of SEQ ID NO: 17. The scope of the claims is not 
commensurate with the enablement provided by the description with regard to the extremely large number of polypeptide and 

polynucleotide fragm ents hrnadly enrnm passed hy the Haims Sinee the amino acid xeqnenee nf a protein determines its stmntliral and 
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functional properties, predictability of which changes can be tolerated in a protein' s amino acid sequence and obtain the desired 
activity requires a knowledge of and guidance with regard to which amino acids in the protein's sequence, if any, are tolerant of 
modification and which are conserved (i.e. expectedly intolerant to modification), and detailed knowledge of the ways in which the 
proteins' structure relates to its function. However, in this case the description is limited to the polypeptide of SEQ ID NO:l, a 
polynucleotide encoding thereof, and the polynucleotide of SEQ ID NO: 17. 

While recombinant and mutagenesis techniques are known, it is not routine in the art to screen for multiple substitutions or 
multiple modifications, as encompassed by the instant claims, and the positions within a protein's sequence where amino acid 
modifications can be made with a reasonable expectation of success in obtaining the desired activity/utility are limited in any protein 
and the result of such modifications is unpredictable. In addition, one skilled in the art would expect any tolerance to modification for 
a given protein to diminish with each further and additional modification, e.g. multiple substitutions. 

The description does not support the broad scope of the claims which encompass all modifications and fragments of the 
polypeptide of SEQ ID NO: 1, polynucleotides encoding thereof, or the polynucleotide of SEQ ID NO: 17 because the description does 
not establish: (A) regions of the protein structure which may be modified without affecting activity; (B) the general tolerance of the 
claimed polypeptides to modification and extent of such tolerance; (C) a rational and predictable scheme for modifying residues of the 
claimed polypeptides with an expectation of obtaining the desired biological function; and (D) the description provides insufficient 
guidance as to which of the essentially infinite possible choices is likely to be successful. 

Thus, applicants have not provided sufficient guidance to enable one of ordinary skill in the art to make and use the claimed 
invention in a manner reasonably correlated with the scope of the claims broadly including any number of amino or nucleic acid 
modifications of any fragment of the polypeptide of SEQ ID NO: 1 or polynucleotides encoding thereof or the polynucleotide of SEQ 
ID NO: 17. Without sufficient guidance, determination of having the desired biological characteristics is unpredictable and the 
experimentation left to those skilled in the art is unnecessarily, and improperly, extensive and undue. 

3. Claim 5 is objected to under PCT Rule 66. 2(a) (v) as lacking clarity under PCT Article 6 because the claim is indefinite for the 
following reason(s): claim 5 is indefinite in the recitation of "stringent conditions" as the description does not define what conditions 
constitute "stringent". What hybridization conditions are considered "stringent" varies widely in the art depending on the individual 
situation as well as the person making the determination. As such it is unclear how homologous to the sequence of a polynucleotide 
encoding SEQ ID NO:l a sequence must be to be included within the scope of these claims. 
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